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AB The title phenylpropionic acid derivs. I [wherein n = 1-2; Rl = H, Cl, 
CF3, or OCF3; R2 = H or F; R3 = alkyl] or tert-butylamine salts thereof 
were prepared as PPAR active compds . for treatment of metabolic syndrome 
including type 2 diabetes mellitus (no data) . For example, II and 
II»tert-butylamine were prepared in a multi-step synthesis. 
Pharmaceutical compns . were described. 
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AB The invention relates to a compound selected from one or more of the 

following: a tris (hydroxymethyl) methyl amine salt or an ethanolamine salt 
of title compound I or a pharmaceutical composition comprising the compound 

Thus I 

was prepared in 4 steps from Et (S) -2-ethoxy-3- (4 -hydroxyphenyl) propanoate, 
benzyl bromoacetate, and N-hexyl-2-phenylethylamine . X-ray powder 
diffration patterns for bot salts of I are given. Both salts have an EC50 
of less than 0.5 umol/1 for PPARa. 
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AB The phenyl-, phenoxy- , or phenylthioalkanamide title compds . , (in 

particular phenoxyacetamide derivs . ) (I) [A is situated in the ortho, meta 
or para position and represents CR3 R4 CR1R2 COR , CR3:CRlCOR (wherein R = H, 
alkyl, (un) substituted HO or NH2 ; Rl = alkyl, aryl, alkenyl, alkynyl, or 
when A is CR3R4CR1R2COR, Rl can also be cyano, (un) substituted HO, SH, 
OCONH2, S02NH2, C02H, etc.; R2 = H, halogen, alkyl, aryl, alkylaryl; R3 , 
R4 = H, alkyl, aryl, alkylaryl); Y = O, S, a single bond; n' = an integer 
of 1-4; X = alkyl; R5, R6 = H, each (un) substituted Cl-13 alkyl, C2-10 
alkenyl, or C2-10 alkynyl; or R5, R6 = each (un) substituted C3-8 



with 



cycloalkyl, C3-C8 cycloalkenyl , aryl, heterocyclyl , or heteroaryl ; or R5 
and R6 together with the nitrogen atom to which they are attached form a 
single or a fused heterocyclic system] are prepared These compds . are 
useful in treating clin. conditions including lipid disorders 
(dyslipidemias) whether or not associated with insulin resistance, and other 
manifestations of the metabolic syndrome. Thus, a solution of 0.598 g 
N-butyl-N- [2- fluoro-4- ( trif luoromethyl ) benzyl] amine and 0.593 g 
[4- ( (2S) -2, 3-diethoxy-3-oxopropyl)phenoxy] acetic acid, in 20 mL CH2C12 was 
treated with 0.80 mL N, N-diisopropylethylamine and 0.674 g 
0- (benzotriazol-l-yl) -N,N,N" , N ' -tetramethyluronium tetraf luoroborate and 
the reaction mixture was stirred at room temperature overnight to give, after 
workup and silica gel chromatog., 74% Et (2S) -3- [4- [2- [butyl [2-f luoro-4- 
( trif luoromethyl) benzyl] amino] -2-oxoethoxy] phenyl] -2-ethoxypropanoate 

(II) . A solution of 0.748 g II in 70 mL MeCN was treated with 35 mL 0.10 M 
LiOH and the reaction mixture was stirred at room temperature overnight, 
neutralized with 5% HC1, concentrated, . acidified with 5% HC1, and extracted 

EtOAc to give 97% (2S) - 3- [4- [2- [butyl [2-f luoro-4- 

(trif luoromethyl) benzyl] amino] -2-oxoethoxy] phenyl] -2-ethoxypropanoic acid 

(III) . Ill showed EC50 of 0.001 umol/L for human PPAra. 
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AB Title compds. represented by the formula I [wherein A = CR3 (R4 ) CR1 (R2 ) COR 
or C(R3) :C(Rl)COR; R = H, alkoxy, (alkyl) aryloxy , amino, etc.; Rl = alkyl, 
aryl, alkenyl, alkynyl, etc.; R2 = H, halo, alkyl, (alkyl)aryl; R3 , R4 = 
independently H, alkyl, (alkyl)aryl; T = 0, S or a single bond; n = 1-4; 
R5, R6 = independently selected substituent comprising C, H, N, O, S, Se, 
P or halo; with provisos; optical isomers and racemates thereof as well as 
pharmaceutically acceptable salts, prodrugs, solvates and crystalline forms 
thereof] were prepared as PPARa agonists. For example, II was given 
in a multi-step synthesis starting from the reaction of 
2,4-difluorobenzylamine with octanoic acid. I had EC50 values of less 
than 0.1 jamil/L for PPARa and showed the ration of the 
EC50(PPARy) with EC50 (PPARa) is greater than 150:1. Thus, I 
and their pharmaceutical compns . are useful for the treatment of clin. 
conditions including lipid disorders (dyslipidemias) whether or not 
associated with insulin resistance (no data) . 
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AB The invention discloses a calcium or magnesium salt of 
(2S) -2-ethoxy-3- (4- {2 [hexyl (2-phenylethyl) amino] -2- 

oxoethoxy} phenyl) propanoic acid. Compds . of the invention (preparation 
included) may be used to treat e.g. dyslipidemia and type 2 diabetes. 
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AB The invention discloses salts of (2S) -2-ethoxy-3 - [4- (2- (hexyl (2- 

phenylethyl) amino) -2 -oxoethoxy) phenyl] propanoic acid e.g. the L-arginine 
salt. Preparation of compds . of the invention is described. The compds . 
the invention are useful in the treatment of e.g. dyslipidemias and other 
manifestations of the metabolic syndrome. 
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AB The present invention provides a process for preparation of the title compels . I 
(R = H, Rl = n-C6H13) by reacting I (R = H, or protecting group, Rl = H) 
with C6H13X , (X = leaving group) in the presence of a base and inert 
solvent at a temperature in the range -25°C to 150 °C and 
optionally, when OR represents a protecting group, removal of the 
protecting group. 
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AB The present invention is directed to phenoxyalkanamides (shown as I; 

.variables defined below; e.g. II), compns . , and their use as peroxisome 
proliferator activated receptor agonists for treating and/or preventing 
diabetes mellitus and syndrome X. The binding and cotransf ection efficacy 
values found for compds . of this invention that are useful for modulating 
a PPARoc receptor are about <100 nM and.>50%, resp. Although the 
methods of preparation are not claimed, .apprx.140 example prepns . of I are 
included. For example, II was prepared in 3 steps starting from 
(2S) -2-ethoxy-3- ( 4 -hydroxyphenyl ) propionic acid Me ester, 
(2S) -2-hydroxypropionic acid benzyl ester and involving intermediates 
(2S) -3- [4- [ [ (1R) -1- [ (benzyloxy) carbonyl] ethyl] oxy] phenyl] -2- 
ethoxypropionic acid Et ester and (2S) -3- [4- [ ( (1R) -1- 

carboxyethyl) oxy] phenyl] -2 -ethoxypropionic acid. For I: Rl = H, C1-C8 
alkyl, C3-C6 cycloalkyl, aryl-- CO -4 -alkyl , heteroaryl-CO -4 -alkyl , 
aminoCl-C4alkyl, C3-C6 cycloalkylaryl-C0-2-alkyl , arylheteroCl-C8alkyl , 
-CHC(0)C1-C4 alkoxy, C0-4-alkyl-C (0) heteroCl-C8alkyl, and -CH2C (0) -R15R16 . 
R2 = C1-C8 alkyl, C3-C6 cycloalkyl, aryl - CO -C4 -alkyl , heteroaryl-CO -C4 - 
alkyl, heteroCl-C6cycloalkylaryl, heteroCl-C6cycloalkylarylCl-C4alkyl , 
aminoCl-C4alkyl, C3-C6 cycloalkylaryl-C0-C2 -alkyl , arylheteroCl-C8alkyl , 
C0-C4-alkyl-C (O) heteroCl-C8alkyl , -CH (C (0) 0CH3 ) benzyl, and 

-CH2C(0)R15' 'R16' 1 . Rl and R2 together may form a heterocyclic ring which 
heterocyclic ring is (un) substituted with 1-3 substituents Rl ' and which 
heterocyclic ring is optionally fused with an aryl; E = C(R3) (R4)A, 
( CH2 ) nC00R13 , aryl - CO - C4 - alkyl , thio- CI - C4 - alkyl , thioary 1 , 
arylCl-C4alkoxy, Cl-C4alkoxy Cl-C4alkyl, aminoaryl, and aminoCl -C4 alkyl . 
R5 and R6 = H, C1-C8 alkyl, aryl-C0-C4 -alkyl , heteroaryl-C0-C4-alkyl , 
C3-C6 cycloalkyl, aryl-CO -C2 -alkyl , C3-C6 cycloalkyl-CO-2-alkyl, and 
-CH2C(0)R17R18. 
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ph _|_ CH 2 "J- N- CO- CH 2 - O </ X ) CH 2 - CH- C0 2 H 



AB The S enantiomer of I, n = 1 or 2, (C6H13 = hexyl) as well as their 

pharmaceutical ly acceptable salts, solvates, crystalline forms and prodrugs are 
synthesized using various solvents and in presence of charcoal -supported 
palladium catalyst. The utility of these compds . in clin. conditions such 
as lipid disorders (dyslipidemias) whether or not associated with insulin 
resistance and therapeutic and other pharmaceutical activities is also 
investigated. For example, (2S) -3- (4 {2- [benzyl (hexyl) amino] -2- 
oxoethoxy } phenyl) 2-ethoxypropionic acid was prepared in 58% yield via 
reaction of (2S) -2-ethoxy-3- (4-hydroxyphenyl) propanoate and benzyl 
bromoacetate . 

RE.CNT 8 THERE ARE 8 CITED REFERENCES AVAILABLE FOR THIS RECORD 



ALL CITATIONS AVAILABLE IN THE RE FORMAT 



=> s (2S) -2-ethoxy-3- (4-{2-oxo-2- [ (2 -phenylethyl ) amino] ethoxy} phenyl) -propanoic acid 
MISSING TERM BEFORE 'US' 

Search expressions cannot begin with operators. 

= > s 2-ethoxy-3- (4- {2-oxo-2- [ (2 -phenyl ethyl) amino] ethoxy}phenyl) propanoic acid 

MISSING OPERATOR ' -ETHOXY- 3 - ( 4 - { 2 -0X0- 2 ' 

The search profile that was entered contains terms or 

nested terms that are not separated by a logical operator. 

=> s phenethylamino ethoxy phenyl propanoic acid derivatives 
83 8 PHENETHYLAMINO 
42 317 ETHOXY 
343103 PHENYL 

414 PHENYLS 
3433 81 PHENYL 

(PHENYL OR PHENYLS) 

1309164 PH 

10070 PHS 
1313504 PH 

(PH OR PHS) 
1566052 PHENYL 

(PHENYL OR PH) 
8 991 PROPANOIC 
4311309 ACID 
1568117 ACIDS 
4812460 ACID 

(ACID OR ACIDS) 
34 0439 DERIVATIVES 
1134482 DERIVS 
1240054 DERIVATIVES 

(DERIVATIVES OR DERIVS) 
L6 0 PHENETHYLAMINO ETHOXY PHENYL PROPANOIC ACID DERIVATIVES 

( PHENETHYLAMINO (W) ETHOXY (W) PHENYL (W) PROPANOIC (W) ACID (W) DERI VAT 

IVES) 



Logging off of STN- • 



Executing the logoff script. 



=> LOG Y 

COST IN U.S. DOLLARS 
FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 
STN INTERNATIONAL LOGOFF AT 14:20:59 ON 0 9 FEB 2007 
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